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Nazov a stat zahraniéného pracoviska, ktoré spolupracovalo pri rieSeni
1.
2.
3.

Udelené patenty/podané patentové prihlasky, vynalezy alebo uzitkové vzory, ktoré s
vysledkami projektu

1. VEVERKA, M., RATKOVSKA, VEVERKOVA, E., Bel/Novamann International, sro, NOVEL
ACID ADDITION SALTS OF Sitagliptin AND FORMULATIONS COMPRISING THE SAME,
PP 34-2010

2. VEVERKA, M., RATKOVSKA, L., VEVERKOVA, E., ZEIDLER, I., Bel/Novamann
International, sro, NOVEL ACID ADDITION SALTS OF Tamsolusin AND FORMULATIONS
COMPRISING THE SAME, PP 44-2010

3. VEVERKA, M., RATKOVSKA, L., VEVERKOVA, E., Bachratd, S., Bel/Novamann
International, sro, NOVEL ACID ADDITION SALTS OF Galantamin AND FORMULATIONS
COMPRISING THE SAME, PP 49-2010, 14.05.2010

4. MIROSLAV VEVERKA, LUBICA RATKOVSKA, JAN LOKAJ, EVA VEVERKOVA,

PETER SIMON, Bel/Novamann International, sro, Krystalicka a-forma Imatinib mezylatu s
novym habitom a spésob jeho pripravy, PP 00056-2010, 09.06.2010

5. MIROSLAV VEVERKA, JAN GALLOVIC, LUBICA RATKOVSKA, EVA
VEVERKOVA, Kokrystaly flavonoidov a spdsob ich pripravy a pouzitia, PP 29-2011,
18.4.20116.

6. MIROSLAV VEVERKA, JAN GALLOVIC, EVA VEVERKOVA, Bel/Novamann

International, sro, Kokrystaly metyl-2-fenyl-2,4-dihydro-3H-pyrazol-3-6nu a spbsob ich



pripravy a pouzitia. PP 51-2011. 09.06.2011

7.MIROSLAV VEVERKA, EVA VEVERKOVA, JAN GALLOVIC, Bel/Novamann International,
sro, Adi¢né soli imatinibu ich kokrystaly, tuhé disperzie a spbsob ich pripravy a pouzitia, PP
90-2011, 12.9.2011

Najvyznamnejsie publikacie (knihy, €lanky, prednasky, spravy a pod.) zhriiujice
vysledky projektu — uvedte aj publikacie prijaté do tlace

1. Crystal habit modifications of Imatinib Mesylate under various precipitation Conditions.
Monatshefte fur Chemie, 2011, 1-7, Veverka Miroslav, Simon Peter, Lokaj Jan, Veverkova
Eva,

2.
3
4.
5

Uplatnenie vysledkov projektu

Vypracovali sa metédy analytického hodnotenia a validacia metddy pre pripravu asoximu
ktory je v etape technologického overenia. Vypracovala sa metéda hodnotenia produktu
(norma) a charakterizovala doteraz neznama necistota lieCiva pre odoberatela firma Vakos
TX, a.s., Ceska republika. Pre jednu formu asoximu sa vypracovali prislu§né podklady pre
registradné povolenia $tatnych autorit SUKL- Ceska republika (potrebné pre otvorent &ast
DMF). Pripravila sa stabilizovana alfa forma lie€iva imatinibu s novym habitom.

CHARAKTERISTIKA VYSLEDKOV

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu v slovenskom jazyku
(max. 20 riadkov)

Pripravila sa séria polymorfov, adi€¢nych soli, kokrystalov a hydratov farmaceutickych
substancii zo skupiny: galantamin, tamsolusin, imatinib, sitagliptin, asoxim, edaravon.
Definovali sa podmienky ich reprodukovatelnej pripravy krystalizaciou s pouzitim réznych
rozpustadiel a ich zmesi, teplotnych rezimov, koncentracii, rychlosti ohrevu resp. chladenia,
miesania a hodnét pH. Identifikovali a definovali sa podmienky vzniku amorfnej formy. Pre
vybrané substancie sa vypracovali a Standardizovali postupy krystalizacie a opisali kluc¢ové
parametrov pre vznik novych foriem aplikovatelné z technologického hladiska. Pripravené
latky sa charakterizovali FT-IR spektrom, Ramanovym spektrom, teplotou topenia, DSC/TGA
a XRPD, elementarnou analyzou, NMR a obsahom vody resp. rozpustadla. Cistota novych
produktov bola sledovana HPLC resp. metddou chiralnej HPLC a porovnala so stanovenim
Specifickej otacavosti. Vypracovali sa stereoSpecifické analytické metddy na identifikaciu a
stanovenie Cistoty vybranych chiralnych lieCiv. Pripravila a charakterizovala sa kryStalicka a-
formu Imatinib mezylatu s novym habitom. Vypracoval sa jednoduchy a reprodukovatelny
proces jeho pripravy. Doplnili sa poznatky o pevnej fazy imatinib mezylatu pripravou a
Studiom série jeho kokrystalov. Pripravila sa stabilizovana alfa forma imatinibu, vysledky
predbeznych stabilitnych a predformulaénych Studii vybranych foriem najma s nutraceutikami
su velmi perspektivne. UskutoCnili sa experimenty Studujuce stabilitu novych foriem
substancii lie€iv meranim sorpcie vlhkosti a kvantifikovanie kfu€ovych fyzikalnochemickych
parametrov pre procesné operacie. Vykonali sa stabilitné studie podfa smernic ICH Q1A.
Pre kvantifikaciu degradacnych produktov resp. necistét sa aplikovali nami validované
analytické metdody.

Suahrn vysledkov rieSenia projektu a naplnenia ciel'ov projektu v anglickom jazyku
(max. 20 riadkov)

A broad series of polymorphs, additional salts and hydrates were prepared from galantamine,
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tamsolusine, imatinibe, sitagliptine, asoxime and edavarone under different conditions e.g.
variation of a solvent, temperature, cooling rate, pH. It was found conditions for reproducible
preparation of desired crystal form from technological point of view. X-ray powder
diffractometry, scanning electron microscopy, Ft-IR spectroscopy, differential scanning
calorimetry, Raman spectroscopy were used to investigate the physical characteristics of the
crystals. HPLC analysis of different batches confirmed purity and stability of crystalline forms.
HPLC methods were development and validated; also chiral HPLC was applied and
compared with specific rotation measurements. Crystals with different habits (e.g. polyhedral-
like and plate-like) of a-form Imatinibe mesylate were prepared from different organic solvents
by varied methods. These methods provide Imatinibe mesylate in a non-needle shaped a
crystalline form. The cocrystals of imatinibe mainly with nutraceuticals were prepared, higher
stability was confirmed stability and DVS tests. The dissolution behavior, stability tests,
sorption data, process parameters and compaction properties of various crystals of above
mentioned drugs were also studied. The results showed that polymorphic modification had a
great influence on the stability, solubility and mechanical properties of studied drugs crystals.
For stability tests “in house” analytical methods were development and validated. It was found
that using new crystallization protocol exceptionally pure form of asoxime was obtained. The
results are incorporated to registration documentation of substance.
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Svojim podpisom potvrdzujem, Ze udaje uvedené v zaverecnej karte su pravdivé a uplné
a suhlasim s ich zverejnenim.

Zodpovedny rieSitel Statutarny zastupca prijemcu
ing. Miroslav Veverka, CSc., ing. Stefan Vodny, CSc.,

V Bratislave 20. 09. 2011 V Bratislave 20. 09. 2011

" podpis zodpovedného riesitefa podpis Statutarneho zastupcu prijemeu
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